SUMMARY Three cases are reported of a lethal multiple congenital anomaly syndrome. The infants had moderate limb shortening, joint contractures, polydactyly, and the two with male karyotypes had female external genitalia. Internal anomalies included unilobular lungs, hypoplasia of the anterior portion of the tongue, and renal hypoplasia.
We report three unrelated infants with a lethal multiple congenital anomaly (MCA) syndrome who had moderately short limbs, polydactyly, and valgus deformity of the feet with syndactyly. All had female external genitalia but two had 46,XY karyotypes. All cases had micrognathia and microglossia and at necropsy unilobular lungs and renal hypoplasia were found. We This apparently female infant was born at 35 weeks' gestation, the first child of a healthy, unrelated, Caucasian 26 year old woman and 30 year old man. The mother had had a healthy baby and a termination of pregnancy in a previous relationship. In this creases, short thumbs, and postaxial hexadactyly of the hands (fig 2) . There was limited abduction of the hips and marked calcaneovalgus deformity of the feet with complete soft tissue syndactyly of the second and third toes (fig 3) . Bilateral cateracts were present, the chin was small, and the soft palate absent.
At necropsy the posterior two-thirds of the tongue was bulky and the anterior one-third shortened. The larynx appeared normal but the left lung was unilobular and the right lung bilobular.
There was a high interventricular septal defect of the heart and the left kidney was extremely hypoplastic (1 g); the right kidney weighed 10 g and appeared normal. Histological sections of the left kidney showed normal glomeruli.
There was a transparent, thin, flat sheet of tissue behind the bladder which was thought to represent the uterus. From this led normal looking tubes and the gonads which histologically were found to be testes.
The only other internal abnormalities found were excessive length and dilatation of the descending and sigmoid colon. Histologically, prominent nerve fibres were found in the submucosal and intermuscular layers but ganglion cells were not found. Chromosome analysis of cultured blood lymphocytes and fibroblasts from a skin biopsy showed a normal male karyotype, 46,XY. CASE 2 This phenotypically female Caucasian baby was born at 38 weeks' gestation and was the product of the tenth pregnancy of a 41 year old father and 38 year old mother, who were healthy and unrelated. Three previous pregnancies had resulted in normal infants, two girls and one boy. The other six pregnancies had resulted in miscarriages at 12 weeks.
The mother took no drugs during the pregnancy and felt well throughout. However, during the last four weeks urinary oestriol levels were measured on 12 separate occasions and were always either very low or unrecordable. Serum human placental lactogen levels were normal.
The baby, who lived only four hours, had a weight of 1890 g, length 41 7) with limited joint movements. The shoulders were internally rotated, there was a limited range of movements at elbows and wrists, and the hands were clenched with flexion deformity of the metacarpophalangeal joints. Bilateral transverse palmar creases were present and the thumbs were short and proximally placed. There was limited hip abduction, marked suprapubic and inguinal skin creases, limited movement at the knees, and metatarsus valgus. Both first metatarsals were short and there was postaxial polydactyly on the left foot with syndactyly between the fifth and sixth toes (fig 8) . The occiput was prominent and the neck short. Multiple haemangiomata were present over the glabella, eyelids, philtrum, and temples. The corneae were cloudy but no cataracts were seen. The nose was short with anteverted nares and there was marked micrognathia ( fig 9) . The gum margins were broad and the tongue very short anteriorly but no cysts were present. The palate was high arched and cleft ( fig  10) . At necropsy the left cardiac ventricle was hypoplastic with a high ventricular septal defect and overriding aorta. There was only one pulmonary vein on each side draining into a hypoplastic left atrium, and the inferior vena cava was left sided passing anterior to the hilum of the left lung to enter the right atrium. Both lungs were unilobular but not hypoplastic (right 19 g, left 14-7 g). The larynx was small. The kidneys were both hypoplastic; the right had three pyramids and weighed [4] [5] reported that his case 2 had short limbs and his photographs confirm this. It is interesting to note that in Kohler's discussion he considered that his cases had a unique phenotype and it is only in the following editorial note that the possibility of Smith-Lemli-Opitz syndrome3 is introduced. In an editorial comment Lowry,9 agreeing with the suggestion of Smith-Lemli-Opitz syndrome3 for Kohler's cases, then goes on to consider phenotypic overlap between Smith-Lemli-Opitz,3 Meckel,"' and other syndromes. We believe that the cases reported and reviewed here bear such a strong resemblance to each other, and differ so markedly from the spectrum of clinical signs and clinical course usually associated with the Smith-Lemli-Opitz syndrome,3 that they should be considered as a separate malformation syndrome. In their review of the Meckel syndrome, Opitz cerebro-oculo-facio-skeletal syndrome (COFS)2( has features in common including cataracts, and PenaShokeir I syndrome2' shares pulmonary hypoplasia and early death.
Two other features are worthy of note. In the sibship of case 2 and case 3 of this report and in Kohler's2 cases there was a very striking history of miscarriage at around 10 to 14 weeks. This may relate to the second point, since in the present cases I and 2 maternal serum oestriol levels were persistently low during late pregnancy. In both cases serum human placental lactogen levels were normal. These observations, in conjunction with the sex reversal, would be consistent with a major metabolic defect in the fetal adrenals. Rutledge et all have speculated on the nature of a possible early error in morphogenesis common to many organs. The findings in our patients indicate that whatever the precise nature of the basic underlying defect, it is likely to extend to the adrenal glands also.
This report helps to establish the existence of a lethal malformation syndrome which has similarities to the Meckel syndrome and the C trigonocephaly syndrome but has sufficient differences to be considered as a separate condition. Four of the eight cases reported and reviewed here are sib pairs, suggesting an autosomal recessive mode of inheritance. The limb shortening, cardiac, and renal abnormalities might permit prenatal diagnosis by real time ultrasound scanning and the polydactyly, syndactyly, and cleft palate could serve as markers of the syndrome at fetoscopy. 
